In this study, we show that EGFR and HER2 play a key role in rigidity sensing and directly 19 affect CU formation. We find that during cell spreading, the formation of CUs is dramatically 20 inhibited by blocking EGFR activity with the consequence that cell spread area is substantially 21 decreased. The inhibition of SFK activity has a similar effect on CU activity and on spread area, 22 which is consistent with earlier reports that Src kinase is responsible for non-ligand dependent 23 activation of EGFR 1,2 . Furthermore, SFK mediated tyrosine phosphorylation can also activate 24 overexpressed HER2 to substitute for EGFR in this pathway and enable rigidity sensing by the 25
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There is an extensive literature on EGFR because it has a major role in many cancers and growth 27 abnormalities [3] [4] [5] . Our findings indicate that the non-ligand dependent activation of EGFR affects 28 CU activity which we previously showed was important for rigidity sensing 6, 7 . A simple 29 hypothesis to explain the results is that EGFR is a critical part of a positive feedback system that 30 is activated by rigid matrices. Since only a few studies of EGFR have been done on softsurfaces 8 , the lack of EGFR involvement in cell function on soft surfaces has not been well 32 characterized. However, elements of the process can be understood. 33
Ligand-independent activation of EGFR is linked to Src activation of EGFR but only on rigid 34 surfaces 9 . Our studies are consistent with SFK activation of EGFR that is dependent upon 35 rigidity sensing and indicates that the recruitment of pEGFR to rigid adhesion sites depends upon 36 SFK. Not only do the antibodies to the Src phosphorylation site on EGFR localize better to the 37 adhesions than does the antibody to the autophosphorylation site, but also the inhibition of SFK 38 has the same effect on spreading and CU activity as does the inhibition of EGFR kinase. 
